Purpose: Salivary gland neoplasms are rare cancers of the head and neck region. Radical treatment in tumors of large salivary glands is surgery. Adjuvant treatment depends on the presence of risk factors that worsen the prognosis, but the role of these factors in patients treated by surgery with radio-or radiochemotherapy still remains unclear. The aim of the study is assessment of treatment results and identification of the risk factors affecting the prognosis in patients with tumors of large salivary glands subjected to adjuvant radio-or radiochemotherapy.
Introduction
Salivary gland neoplasms are rare cancers of the head and neck region. According to SEER analysis, they constitute 8.1% of tumors in this anatomical region and 0.2% of all cancers. 1 Most cases are recorded in the sixth decade of life. 2 The incidence rate in men and women is similar -the ratio of men to women is 1.3:1.
2
These tumors develop in large salivary glands (parotid glands, submandibular gland, sublingual gland) and small salivary glands that are found in the mucosa of the upper gastrointestinal tract and in the upper respiratory tract. The whole population is dominated by tumors of large salivary glands, and the most common among them are parotid tumors, constituting 64-80% of salivary gland tumors. 7-11% of salivary gland tumors are tumors of the submandibular gland, and less than 1% are tumors of the sublingual gland. 3 Neoplasms of small salivary glands constitute from 9% to 23%. 25% of salivary gland neoplasms are malignant and the most common of these are mucoepidermoid carcinoma (34%), adenoid-cystic carcinoma (22%) and adenocarcinoma (18%). 4 Radical treatment in tumors of large salivary glands is based on surgery appropriate to their stage and histopathological diagnosis. 5 Adjuvant treatment (radio-or radiochemotherapy) depends on the presence of risk factors that worsen the prognosis. 5 Currently, there are no clearly defined risk factors indicating an increased likelihood of local recurrence or distant metastases in patients undergoing adjuvant therapy, or associated indications for intensification of treatment. The following study presents an analysis of the risk factors based on a retrospective assessment of the influence of individual factors on the prognosis in a group of patients with cancer of large salivary glands undergoing adjuvant treatment -radio-or radiochemotherapy.
Materials and Methods
A retrospective analysis of a group of 126 patients with cancer of large salivary glands treated in the Center of Oncology of the Lublin Region between 2006 and 2016 was conducted. The characteristics of the patients are presented in Table 1 . The study included patients with local stage cancer of large salivary glands according to the TNM (T -tumor, N -nodes, M -metastases) 6 staging system (stages I-IVb, T1-4, N0-3, M0), radically treated by surgery and adjuvant radio-or radiochemotherapy. The study excluded patients not operated on, patients with distant metastases, patients in a poor general condition (with a WHO performance status score of 4) and patients with contraindications to adjuvant radio-or radiochemotherapy. The extent of surgical treatment was dependent on the initial stage of the disease according to the TNM staging system and included tumor removal, removal of the salivary gland with the tumor, removal of the salivary gland with the tumor and selective or radical unilateral or bilateral lymphadenectomy. All patients were qualified for adjuvant radio-or radiochemotherapy that was administered using irradiation methods available at the time (2-D -two-dimensional technique, 3-D three-dimensional conformal technique, IMRT -intensitymodulated radiotherapy technique). The median of the total dose was 60Gy (Gray) . The minimum dose that provided local control in the treated patients was 60Gy. 29 (22%) patients did not follow the original treatment plan for various reasons. In 18 (14%) patients, treatment was discontinued due to toxicity, and 11 (9%) patients discontinued the treatment, refusing its continuation. Concomitant chemotherapy based on Cisplatin was used in 19 patients. In the study group, the following curves were analyzed: local control (LRFS -local relapse-free survival), time to relapse (RFS -relapse-free survival), overall survival time (OS -overall survival) and cancer-specific survival (CSS). The Kaplan-Meier method was used for statistical analysis. Patient follow-up was reported to the date the patient was last seen in the hospital. The study identified and determined the impact of such epidemiological factors as age, gender, WHO performance status, 7 cancer location and the time between surgical treatment and adjuvant radio-or radiochemotherapy. The analysis also included clinical factors: nerve palsy, radicality of the surgical procedure, histopathological type, TNM stage, neuro-or angioinvasion, hemoglobin level at the start of treatment, the dose at the surgical bed and elective area, irradiation area and the applied technique of radiotherapy planning. The influence of chemotherapy on OS, CSS, RFS and LRFS was analyzed as well. In patients who were irradiated to a dose of at least 60Gy at the surgical bed and the planning was carried out using a conformal technique (3-D or IMRT), the following volume parameters were analyzed: the tumor volume, determined on the basis of CT performed before surgery, and the volume of the surgical bed and the elective area, determined on the basis of CT for treatment planning. In order to gauge the impact of the irradiation range on prognosis, the area and volume of the surgical bed and the elective area were analyzed (as continuous variable), depending on the features T (I-IVab) and N (N-negative or N-positive) on the TNM scale.
An attempt was also made to find factors that determined the decision on concurrent adjuvant therapy and the effect of concurrent adjuvant therapy on survival in different groups. The Log-rank test was used to determine the differences in OS, CSS, RFS and LRFS between patients with the presence and absence of individual factors. The Cox proportional hazard model was used to analyze the influence of continuous independent variables on survival times. A stepwise regression of the Cox model of all the aforementioned risk factors was performed. The findings of the analysis, together with statistically significant results, are presented in the paper. Spearman's rank-order correlation test was used to assess the presence of a correlation between the stage of advancement and the irradiated area or volume. Non-parametric Kruskal-Wallis tests were used to analyze the effect of tumor volume on the type of relapse. The significance level in all tests was p=0.05. The statistical analysis was conducted using Statistica 13.1 (StatSoft Poland). The present study was approved by the Ethics Committee of the Medical University in Lublin (Lublin, Poland) (approval no. KE-0254/340/2018). Written informed consent was obtained from all participants. Participants' privacy is ensured by anonymizing the data included in the manuscript and database. The study was conducted in accordance with the Declaration of Helsinki.
Results
Over the entire follow-up period, which was 44 months on average (3-195 months) , 60 patients (48%) died, 37 of whom died due to the cancer (30% of all patients). In the analyzed group of patients, 2-, 5-and 10-year overall survival was 68%, 55% and 32%, respectively, and cancer-specific survival was 82%, 68% and 42%, respectively.
During the whole period of follow-up, 43 patients (34%) were recurrent. More than half of them (29 patients -67% of all relapses) had locoregional recurrences -23 patients (18%) at the surgical site and 6 patients (5%) at local nodes. Pulmonary metastases were the most frequent in distant relapses (7 patients -50% metastases). In the analyzed group of patients, 2-, 5-and 10-year relapse-free survival was 69%, 60% and 44%, respectively, whereas the local relapse-free survival was 81%, 73% and 53%, respectively.
Univariate analysis allowed to conclude that the following risk factors had a statistically significant (p<0.05) impact on OS: age of patients at the time of disease (older patients lived shorter), WHO performance status (shorter OS in patients in a poorer condition), tumor location (slightly better prognosis for patients with tumors in the parotid gland), initial or postoperative cranial nerve palsy (presence of paralysis worsened the survival), radicality of surgery (the worst prognosis in patients with R2 resection), histopathological type (worse prognosis in patients with squamous cell carcinoma), worse prognosis in the presence of neuroinvasion. There was a deterioration in survival with an increase in the stage (including worsening of survival with an increase in the local stage of advancement -the T feature, and invasion of lymph nodespresence of the N-positive parameter). Worse survival was also characteristic of patients who had hemoglobin level lower than 12.5mg/dl, patients who waited for adjuvant treatment more than 9 weeks after surgery, cases where the two-dimensional technique of radiotherapy planning was used, as well as cases where the dose at the surgical site was lower than 60Gy. Larger tumor volume, larger surgical bed volume, as well as larger volume of the elective area worsened overall survival. Data on 2-, 5-and 10-year survival with p-value are provided in Table 2 . Multivariate analysis based on the Cox regression model allowed to conclude that the only independent risk factors that deteriorated the survival were: a higher WHO grade, non-radical surgery, squamous cell type, higher T-grade, positive N, the dose at the surgical site and volume of tumor ( Figure 1A -G.) Statistically significant parameters are given in Table 3 .
In the univariate analysis, the following factors were found to have a statistically significant effect on the deterioration of CSS: worse WHO performance status, nerve palsy, neuroinvasion, higher grade on the TNM scale (including higher T and positive N), two-dimensional planning technique, dose at the surgical site lower than 60Gy, larger tumor volume and volume of elective area. Data on 2-, 5-and 10-year cancer-specific survival with p-value are provided in Table 4 . The multivariate analysis based on the Cox regression model allowed to conclude that the only independent risk factors that deteriorated cancer-specific survival were: a higher WHO grade, a higher T grade, positive N feature on the TNM scale and larger volume of elective area ( Figure 2 ). Statistically significant parameters are given in Table 3 . In addition, the univariate analysis showed that higher risk of relapse occurred in patients with a worse WHO performance status, nerve palsy, presence of neuroinvasion, higher TNM (including a higher T and positive N), larger tumor volume and when the dose at the surgical site was below 60Gy. Higher risk of local recurrence occurred in patients with worse WHO performance status, squamous histopathological type, a higher TNM stage (including a higher T-feature), a dose at the surgical site below 60Gy, and in patients irradiated using two-dimensional planning. Data on 2-, 5-and 10-year relapse-free and local relapse-free survival with p-value are provided in Tables 5 and 6 . In addition, the multivariate analysis allowed to conclude that the only independent risk factors worsening the relapse-free survival and local relapse-free survival were: higher T parameter on the TNM stage scale, larger tumor volume and the dose at the surgical site lower than 60Gy ( Figures 3 and 4) . Statistically significant parameters are given in Table 3 . The analysis showed that the T stage on the TNM scale positively correlated with the irradiation range (R=0.254, p=0.004), the volume of the surgical bed (R=0.791, p<0.001) and the volume of the elective area (R=0.573, p<0.001). Also, the status of regional lymph nodes (features N-negative and N-positive) correlated with the irradiation range (R=0.504, p<0.001), the volume of the surgical bed (R=0.379, p<0.001) and the volume of the elective area (R=0.755, p<0.001). An analysis of the influence of the irradiation range at individual T stages on the TNM scale showed that increasing the irradiation range at stage T1 (at least for a bed with lymph nodes of groups I-III) improves CSS, and increasing the volume of the elective area (over 150 cm 3 ) extends RFS and LRFS. In addition, at T4, increasing the volume of the elective area (over 300 cm 3 ) extends LRFS (p<0.05, Table 7 ). In the remaining stages (T2-T3), neither the range nor the volume of irradiation affected any of the parameters tested (p>0.05, Table 7 ). In the case of patients with the N-negative feature, increasing the irradiation range (at least for a bed with lymph nodes of groups I-III) extended CSS and RFS. Irradiation range did not affect prognosis in patients with the N-positive feature. Also, the volume of irradiation (volume of the surgical bed, volume of the elective area) did not affect the prognosis, neither in patients without lymph node metastases (N-negative) nor in patients with lymph node metastases (N-positive) ( Table 8) .
The median tumor volume in the entire analyzed group was 54.1 cm 3 . In the group of patients without relapse, the median volume was 48.5 cm 3 , in the group of patients with local recurrence -66.5 cm 3 , and in the group of patients with generalized relapse -68.9 cm 3 . The differences were not statistically significant (Kruskal-Wallis test: H (2, N=84) = 2.629 p=0.269).
The retrospective analysis did not show any effect of chemotherapy on OS, CSS, RFS and LRFS. The results are shown in Tables 2, 4 and 5. The frequency of chemotherapy in groups of patients with selected parameters was analyzed, and then the results of treatment were compared in patients with chemoradiotherapy and patients with only radiotherapy. There were no differences in the frequency of chemotherapy in patients with a different local stage -T parameter (χ2=1.492, p=0.684), radical or non-radical surgery (χ2=0.030, p=0.862), with and without neuroinvasion (χ2=0.390, p=0.530), and with or without angioinvasion (χ2=2.640, p=0.104). However, there was a significantly more frequent use of concurrent adjuvant therapy in patients with squamous cell carcinoma (χ2=4.600, p=0.032) and metastases in regional lymph nodes (χ2=11.710, p<0.001). The influence of chemotherapy on OS, CSS, RFS and LRFS was analyzed in a group of patients with squamous cell 
Discussion
The study indicates a relatively good prognosis in patients with local stage salivary gland cancer who have undergone surgery followed by adequate adjuvant treatment, although a relapse (local or distant) makes it significantly worse. 8 In the studied group of patients, 5-OS, 5-CSS, 5-RFS and 5-LRFS were 55%, 68%, 60% and 73%, respectively. These results are slightly lower than in the available literature. In the study by Al-Mamgani et al, 9 which involved 186 patients undergoing radiotherapy, 5-year OS, CSS, DFS and LRC were 68%, 80%, 83% and 89%, respectively. In the study by Huang et al, 10 in which 85 patients were irradiated using IMRT or 3-D methods of radiotherapy planning, 5-OS, 5-DFS and 5-LRC were 82%, 77.5% and 88.4%, respectively. In older studies, these results are slightly lower. In the study by Poorten et al, 11 5-OS and 5-DFS were 76% and 69%, respectively, and in the study by Kirkbride et al, 12 5-OS and 5-LRC were 68% and 81%, respectively. Only in the study by Vander Poorten et al, 13 involving 151 patients, 69% of whom underwent surgery with adjuvant radiotherapy, 5-OS and 5-DFS were worse -46% and 64%, respectively. The reasons for these differences are complex and result from the selection of patients in each analysis. For example, in Huang et al, 10 more than half of the patients were in stage I/II on the TNM scale, and only 27% in stage IV. In the analyzed group, only 37% of patients were in stage I/II, and 41% were in stage IV. In the study by Al-Mamgani et al, 9 only 24% of patients were in stage T3-4, while in our analysis 48% of patients were in stage T3-4. In all of these studies, the prognosis in patients was significantly influenced by a variety of risk factors. The present study discusses in detail the impact of these factors on prognosis. The Cox multivariate analysis shows that the most important risk factor for total death, cancer-specific death, total and local relapse is the stage. This is confirmed by the literature data. An extensive analysis by Spiro 14 indicates that the stage, in particular the size of the tumor over 4 cm, is a stronger prognostic factor than the histopathological type. Similarly, in the study by Renchana et al, 15 the T1-T2 tumor size is a significantly better prognostic factor than T3-4, and this factor is a more important parameter than the degree of malignancy or histopathological type. Regional nodes involvement (N-positive feature) in the study group is also a significant prognostic factor. In the multivariate Cox analysis, invasion of lymph nodes considerably deteriorated the OS, as well as the CSS and RFS in the univariate analysis. These results are confirmed by the data from the articles cited above 10,13-15. Unfortunately, due to the number of patients (in some groups lower than 10 pt), there is a lack of statistical power to the conducted analysis stratified by the tumor T and N stage. In the analyzed group of patients, 13 histopathological types were found, among which the most common was squamous cell carcinoma. The remaining ones included: NOS adenocarcinoma, adenoid cystic carcinoma, undifferentiated carcinoma, acinic cell carcinoma, and others, which accounted for less than 10% of all cases. The percentage of patients with individual histological types differs from their prevalence in the whole population. 16 This is due to the fact that patients with particularly prognostically bad histopathological types were qualified for radiotherapy. For instance, squamous cell carcinoma accounts for only 6-14% of salivary gland cancers in the general population. 16 It is also the type that had the statistically worst impact on overall survival. This is confirmed by the literature data. In a comprehensive analysis of over 2000 patients, Lee et al 17 Note: Statistically significant results in bold. Abbreviations: p, significance level; R0, radical surgery; R1, non-radical microscopic surgery; R2, non-radical macroscopic surgery; RT, radiotherapy; CHT, chemotherapy; RT, radiotherapy; 2D, two-dimensional planning; 3D, three-dimensional planning; IMRT, planning with intensity-modulated radiation therapy. demonstrated that squamous cell carcinoma is worse than other histopathological types, although the difference is not statistically significant (OS: HR 0.97, CI (0.94-1.00), p=0.053). Median survival for squamous cell carcinoma, adenocarcinoma, adenoid cystic carcinoma and mucoepidermoid carcinoma was: 1.9y, 4.2y, 12.1y and 9.5y, respectively. Median time to recurrence for squamous cell carcinoma and adenoid-cystic carcinoma was 2.8y and 29.6y, respectively. 17 In the studied group of patients, those with squamous cell carcinoma had the worst prognosis, and the differences were statistically significant. 5-year OS for squamous, adenocarcinoma and adenoidcystic carcinoma was 32%, 61% and 70%, respectively (p=0.018).
In the analyzed group of patients, the dose at the surgical site was in the range of 40-72Gy. As mentioned above, a dose lower than 60Gy was given to 29 patients. In these patients, treatment was discontinued due to its significant toxicity. 18 Patients irradiated with a dose lower than 60Gy
showed worse prognosis. It had a statistically significant effect on prognosis in both the univariate analysis (for OS, CSS, RFS and LRFS) and the multivariate analysis (for RFS and LRFS). This dependence was also demonstrated by Garden et al, 19 who analyzed 198 patients with adenoidcystic carcinoma treated by surgery with adjuvant radiotherapy. The study showed a trend towards better local control with a dose increase. This was statistically significant in patients with a positive margin with a crude control rate of Note: Statistically significant results in bold. Abbreviations: p, significance level; R0, radical surgery; R1, non-radical microscopic surgery; R2, non-radical macroscopic surgery; RT, radiotherapy; CHT, chemotherapy; RT, radiotherapy; 2D, two-dimensional planning; 3D, three-dimensional planning; IMRT, planning with intensity-modulated radiation therapy.
40% for doses <56Gy and 88% for doses ≥56Gy (p=0.006). Similarly, in another study by Garden et al, 20 the dose >60Gy was considered to improve local control in patients with positive margins or neuroinvasion. Also, the applied technique of radiotherapy planning influenced the results of treatment. However, due to the fact that patients were previously treated using a simpler two-dimensional planning technique, whereas in recent years they are treated with new planning techniques (3-D, then IMRT), the better treatment results may be associated with other elements of diagnostic and therapeutic procedures related to the progress in oncology.
Other researchers also indicate a good prognosis in patients who have used new treatment planning techniques. In the analysis by Huang et al 10 cited above, the IMRT, 3-D and 2-D techniques were used in 77%, 23% and 0%, respectively, yielding excellent results for 5-OS and 5-DFS (82% and 77.5%, respectively), as opposed to a 17 years older study by Vander Poorten et al, 13 where 5-OS and 5-DFS were 46%
and 64%, respectively.
In the examined group of patients, the following volume parameters were analyzed: tumor volume before treatment, volume of the surgical bed and nodal regions determined during radiotherapy planning. To unify the study group as much as possible, only patients treated with a dose of at least 60Gy, planned in conformal techniques, were analyzed. The impact of the volume of the tumor, surgical bed and electively irradiated lymph nodes on overall survival was demonstrated. In addition, the influence of the tumor volume on the percentage of all relapses, including local ones, was demonstrated. Similarly, many studies identify tumor volume as a determinant of prognosis. 21 In a study on larynx cancer, Knegjens et al 22 showed a significant effect of tumor volume on local control. The risk of local recurrence increases by 14% for each 10 cm 3 of tumor volume (95% CI, 8% to 21%). Also, the larger the tumor volume, the higher the risk of locoregional relapse and distant metastases. Studer et al 23 found that a 2-year nodal control was 95%, 90% and 75% for the following tumor volume ranges, respectively: 1-15 cm . In salivary gland tumors, the adverse effect of larger tumor volume on prognosis was confirmed in a study by Almuhaimid et al. 24 The metabolic volume of MTV tumor (determined on the basis of PET-CT) was shown to be an independent factor increasing the risk of metastasis (adjusted odds ratio 4.80, 95% confidence interval 1.09-21.20; p=0.039). The analysis of our own group of patients in various stages indicates that an increase in the irradiation range and volume of both the surgical bed and the elective area worsens the prognosis. This conclusion is misleading, given that the range and volume of irradiation positively correlate with the stage of advancement. After dividing the entire group of patients according to stages depending on the T and N features on the TNM scale, it was found that greater range and volume of irradiation not only does not worsen survival, but in some cases improves prognosis. This relationship is not as evident as in the study by Hsieh et al 25 In the analyzed group of patients, a deteriorating factor for OS, CSS as well as for RFS and LRFS is neuroinvasion. This is also confirmed by other studies. 27 In the study by 28 In the case of head and neck cancers, the study was based primarily on the most common squamous cell carcinomas, in particular larynx cancer.
29-31
The cut-off value was considered to be 12mg/dl, below which the prognosis was worse. Studies in the available literature did not analyze the effect of hemoglobin on head and neck tumors other than squamous cell carcinomas. In the analyzed group of patients with salivary gland cancers, the effect of hemoglobin level lower than 12.5 mg/dl on overall survival was demonstrated. The effect of low hemoglobin on the relapse rate has not been shown, which may, however, be related to the small number of patients analyzed.
A number of studies identify the radicality of the surgical procedure as a factor affecting the prognosis. 27, [32] [33] [34] In our study, the radicality had a significant impact only on overall survival, both in the univariate analysis and in the multivariate analysis. Also, the age of patients at the time of the disease had a negative influence on the prognosis, which is confirmed by some other publications. 10 In addition, the WHO performance status determines the prognosis, affecting all endpoints analyzed in the study (in the multivariate analysis, only OS and CSS). Although there are no studies on this topic, the impact of the general condition seems to be indisputable and should play an important role in qualifying patients for treatment. Our study did not show any benefits of using chemotherapy in any of the endpoints examined. This may be due to the selection of patients in particular groups. Patients who were assumed to have a worse prognosis underwent more aggressive treatment -chemoradiotherapy, so they cannot be easily compared with better prognosis patients treated with adjuvant radiotherapy. For this reason, two subgroups were analyzed, in which the number of patients undergoing chemoradiation was significantly different from the other patients in study. They were patients with squamous cell carcinoma and metastases to regional lymph nodes. A statistically significant positive effect of the use of chemotherapy on overall survival and cancer-specific survival was demonstrated only in the group with nodal metastases. There was no statistically significant effect on RFS and LRFS. There is no literature in the field of randomized trials comparing adjuvant radiochemotherapy and radiotherapy. In many cases, the addition of chemotherapy results from the extrapolation of research into other cancers of the head and neck region. 35 This is particularly evident in patients with squamous cell carcinoma. 36 Studies comparing the results of treatment of patients with chemotherapy and without chemotherapy did not show any benefits of chemotherapy, [37] [38] [39] [40] [41] [42] however, these are retrospective studies on a small group of patients, and the lack of differences may result from the selection of patients mentioned earlier. Only a prospective randomized trial could show any obvious benefits of using adjuvant chemoradiotherapy.
Conclusion
The severity of the disease on the TNM scale, and in particular the T parameter, is the most important independent factor that worsens the prognosis in all the analyzed endpoints. The invasion of lymph nodes also plays a significant role in prognosis, although to a lesser extent. Among the analyzed histopathological types, the most unfavorable prognosis is in the case of squamous cell carcinoma, the presence of which is an independent factor that deteriorates the overall survival. A non-radical surgery, neuroinvasion, low hemoglobin level, high volume of tumor and a poor general condition also deteriorate survival. It is recommended to use a dose over 60Gy at the surgical bed, take into account the area of elective lymph nodes, and implement new planning techniques to reduce the risk of relapse. Although the role of adjuvant chemoradiotherapy is still unclear, it may be beneficial to patients with regional lymph node metastases. It is necessary to identify risk factors whose presence should influence the modification of adjuvant therapy in this group of patients.
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